health system are warranted. Doctors may contribute by prescribing according to treatment guidelines. We should select patients with higher chances of benefit, hence the need for progress in the field of predictive biomarkers. Likewise, treatments administered with low evidence of activity or in extreme situations should be avoided [5] . Independent investigation should be supported, particularly when evaluating new indications for conventional drugs and low-cost technologies. Thorough evaluation of new technologies should be performed to avoid those yielding a marginal benefit.
Along with above mentioned and other similar measures [3] , cost streamlining and selective funding are the main factors that prevent overuse as a way to guarantee sustainability of the health system. The problem is how to achieve this and not produce inequality in a regionally fragmented health system. There are important differences in patient access to antineoplastic treatment in Spain, so some drugs are provided in some regions but not in others. Even if a drug has been approved for use in a given region, every single hospital has the legal authority to decide about its use, regardless of medical criteria. As a consequence, access to a given drug may be granted in a centre but denied in a nearby institution because of local economical constraints.
Considering this landscape, it would be reasonable to support the creation of a nation-wide agency to evaluate and decide about the financing of drugs, with binding effect on regional health systems and hospitals in terms of reimbursement, coverage level and price. This would avoid inequality and the need for re-evaluation at every region and every single hospital. In this regard, the National Institute for Health and Clinical Excellence (NICE) was set up in 1999 in the UK to reduce variation in the availability and quality of the British National Health System treatments and care [6] . Although this is a laudable proposal, the role of NICE has been highly controversial since its very beginning. Criticism mainly derives from the fact that its decisions reflect the cost-effectiveness of treatments, which is tightly linked to economical and political factors.
Clear criteria on the conditions for drug funding should be established to limit objections to a national agency of treatment evaluation. Not only statistically significant but also clinically significant differences should be detected between the new and the conventional treatment to grant public funding. There is no consensus about the definition of ''clinically significant'', but an absolute advantage of 3 months or a hazard ratio of 0.75 have been proposed for overall survival. In the case of progression-free survival, these figures would be 4-6 months and 0.5, respectively [7] . These criteria may be too restrictive for conditions associated with a poor prognosis. For instance, if the estimated overall survival is less than 2 years, an improvement in progression-free survival of 3-4 months could be adequate [8] , but even a shorter benefit could be acceptable if estimated survival is less than 1 year.
In addition to clinical benefit, treatment alternatives and cost should also be considered. The UK has developed a formal process for the evaluation of new technologies and drugs to guide health care financial coverage decisions, using cost-effective analysis (CEA) and quality-adjusted life years (QALYs). Other countries such as France, Canada or Australia also use CEA to decide about new approvals. Safety, mode of administration, seriousness of disease, absence of alternatives, quality of life or end-oflife issues could also be considered in addition to CEA [9, 10] . Scientific societies have been proposed as advisors to enhance and implement a rational approach to care decisions [10, 11] . In Spain, the ''Sociedad Española de Oncología Médica'' (SEOM), among others, should take care of this responsibility.
The next step-the more complex-consists of deciding what monetary value is used to declare something as costeffective [11] . The amount has been arbitrarily established at £30.000/QALY in the UK [12] and at values ranging from $50,000 to 129,000/QALY in the USA (the former being the estimated cost of dialysis) [13] . The NICE has recently introduced the end-of-life criterion, which enables anticancer drugs to be valued more highly than other types of drugs [2] .
It seems reasonable that the national health budget depends on the wealth of an individual country and, in fact, the WHO has proposed that highly cost-effective treatments would cost less than the per-capita gross national product (GNP), cost-effective 1-39 GNP, and costineffective over this 39 threshold [14] . Using this criterion, the Netherlands has proposed €80.000/QALY as the limit for cost-effectiveness [11] . In Spain, considering the current per-capita GNP, the limit would be established at €70,000/QALY. However, we should also listen what citizens have to say in this regard: a survey performed in the USA showed that most people would pay over $50,000 for an additional life-year [15] .
The whole process can work only if it is swift, dynamic and transparent. A thorough evaluation of new drugs requires considerable time and effort, but should be done quickly so patients under the indication can benefit as soon as possible and the interests of pharmaceutical companies are not harmed. Also, the corresponding budget should be granted upon drug approval so that all centres have access within indication. Otherwise we would be back into the current situation.
In conclusion, a resolute, thorough and clear debate should be done with participation of politicians, health care professionals, economists, experts in ethics and patients' representatives to agree on a cost-effectiveness threshold for new drugs and health technologies in our country. This agreement would be the base for a sustainable health system.
